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imiodioine is a ditodrcpyriifdne antihypertensive and f^ti-ar^lnal agent 
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aalodipine beeylate is a £dte crystalline /a****? 
in water (0.2% w/v at 24 °Q and sparingly soluble in etbanol. 

<Q» tablets to be marfceted are forailatad as tfiita, round, «»™* 
convex, scored tablets containing 5 mg or 10 mg aalodiBine for oral 
adainistratim. All atrenjtns (2.5, 5, long) ware mad* fro* a comcn 
direct cenpression blend. 

■tta recansniad dose is initially 5 mg once. daily with a Mxinwo of 10 
wg. Steady state blood levels are readaed after 7-6 days. 

The anOodipine beaylate tablets are intended to be manufactured at two 
sites, namely: 



a) New York, USA 

b) Barcelcneta, Puerto Rica 



Ct a tal^ixm aanv m nmt im vita Dr.Moctel of Pf iaar and Dr.Farakh of 
tt» Division of gi flj*Mt»*a s utlfls , HA, an June 8, 1988, the Sponsor 
infocaiid that PCiMC acigirmlly 'infcsndad to ariwt the aslsate salt of 
snlodipins- As & r*ault, clinical sfcHias wn§ ccnSoct^d with 
TOlodipiw laalaata taKLsfc* ani capsulas (t±» cipsnlrfm Vttt used by tbs 
Bgqasaa oountarparta) , Tha aalaate aalt bcwav^r, had fectuLsticn . 
{tabOfltinj) and stability prcfcLana. Tba firm thacoCcra witrfjad to tbs 
baayiata aalt of MJodiplna. TTl +t< ■hrtMllBT flK&ri <1/y2/gn - ^ rirm 
gmtad Sat 111! aTii art hasvlits ftynatlmgiial In tihs biahgai 

^SGa^SS 35 SaSS 25555 g nstcc 

fnT^^fft^^ 0 Sad 5T5i c5niqa] ari ^ Q stadiaa la atta*ed. It is 
rot very dear aa to -what f aoulaticna were clirrkally tasted, (me 
MadlcaJ BavLawr abould ba oada awsra cf this stability prcfal«tn of the 
oalsata aalt arxi its implications in saf efcy and efficacy trials) . 



1. Cpan two-way crosB-^ovar study in rnraal mala voluntaaca to study' 

tba FharrcbclMitloa of cnlodipina naleata adndnisfcarod orally aa 

capsules and by irtxavvwoa infusion. (VbL. 1.17, Study #208) 
* 

2. open ttessF^vy cross-war sbjdy in baalthy mala volunteers, to 
fftody tha ghataaccidnstic prupertiaa of amlnrtipine aaiaabe 
adainisterad as solution and cqpeulm and antlodipine benzene 
solfonata administered as tablsts. (Vol. 1.18, Study #214) 

}. cpen two-way cross-over study in healthy raLLe voltmtaara to study 
the pfaanaacskinafcic pr o pe rties of smlodipina administered orally aa 
tha xaaloata salt in solution and aa tba Laaaa sulfcrate salt in 
capsule fcraulaticna. {Vol, Lis, Study #215) 

4. Open two-way crossover study in na aw l male volunteers to study 
tha pharmacokinetics of amlodipina adudnistsrod orally as tha 
Tnaleata salt in solutim and in capsules. (Vol. 1-19, Study #203) 

5. Double blind, placate cmtrollad, fourteen day evaluation of „ 
amlodipina 15 nj/day, administered* to ncnral volunteers. (Vbl. 
1.1S, Study # 209) 

6. To study tha phar»oakir»tics of a range of oral doses of 
amlodipina in normal -volunteers. (Vol. 1*17, Study #201) 

7> An open doe^-xanging evaluation of single jjttravenous doses of 
zaaladipine Bdarinistersd to mrmal nala volunteers* (Vol. 1.17, 
Study #205) 

8. Jtornaaoofcinet^cs of aalodipins in healthy volunteers: A throe-way 
crossover exxnparisen of 2.5, 5 and io vq single oral doses. (Vol. 
1.22, Study #006) 

9 . Dcuble blind, pT^ o ah n onntrollodr sequential parallel group stody . 
of 7 (Jays treatment at 3 dose Levels of amlotfinire capsules. (Vol. 
1.21, Sb*3y #202) 
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10* An cpan- study in tyctbI male volunteer* of the abearpfciw, : 

ggtabolltfa end *B«3r«tlcii of radiolabeled «mlodlpij» malaabe gliw^ 
orally ana intravwuely. (Vol- 1*27, Study 20*/207) 

11. An cpan two-wry crcMQver atixSy In nccral wlLa volunteers, ta 
ttaadnt th* offsets af food tbe pharaneddnifcios of a single 
cral &»e of amlodipina. (Vol. 1-23, study ftlQ) 

12. to cperi atuSy in alAurly MaLunte«» to mxasdrm the pharnKxkinetics 
of a Einjla dcat of aalodipine acteini*ter*d crally by capsule*. 
.(TOl. 1,25, Steady # 211/2HA) 

12. An cpen atur2y to oanpara the phanasocicinafcic* of acal amlcrttytne in 
patient* with ranal imtf f icisncy and in healthy wbjects. 
(Vol.1.24-1.25, Study # 368) 

14- To dafcarnlna Use pbazaaocfcLnatio prrrfila cf raTrr11pir» attar a 
sihjle oral dcae in p*tiants with mild hypertension at dose levels 
rantfnj Crcm 0.5 to 2Qn?. (VoL.1.16, Study / 001} 

15. Uaa pbgrnMekiafltic irtawrtiort of aalodiplne and digcodn in 
haaltay volwntear*. (Vol. 1.23-1,24, Study / 005) 

16. A two-way croasover atudty to evaluate the phaBnacckinetics of a 
ainjla oral doee of aatLodipine oo-adtadnistered with single 
blird dnatldim or placsfco to healthy volunteer subjects. 
(Vol. 1.24, stiady / 2161 

17. - Protain binding of ( 14 Clamlodipir* in the plaaaa of rat, dog and 

man, (Vol ,1.28) 

18. Invaatigartia» on the protain binding of digcadn, indenarthacin^ 
pbenytain and warfarin to human plasna in tha prBsecca of 
amlodipirka. [Vol. 1.28) 

19. In-vitro dissolufcicn for asalodipine besylata tablets. (Vol. 1.16] 

20. Proportions of amlodipine erantlraners in human plaana. (Vol. 1,28) 

21. Review of the package insert. (VclLI.1) 
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solution and capaul* and aalorttyim baayiate.aflainlatatad' aa tablat ™j?*SfiSHESi^ 

capexila feuM to bioaojaiwdant. Ctal adriniatraticn twolta in ad^«fft$$$|£ 

alow afcactption «ith a Taax of about: 6-13 houra, vitt a alcw . •.- • --f>^:^ 

aliainsticn half Ufa of about 21-50 bourn. B>a Tat* vara siailar -._y.iv.r- 

batmen tabiata, ^ir-" 7 — am aolationa. " Ihtravenoua iwtairiiafcratiai of ^vi.---T-«-^0B»© 

aalaJiplJ» ranulta in a bdjiaaaic dacline (Study 208 , 205 , 206/207) witn 

a rapid distribution far about 4-6 houm, tl/2 of 0.1-0.26 hours, 

followed by slew alialnaticn with a half-Ufa of about 26-44 betas. 

da y eOiaa of distribution ia high, about 1400 litacs. U» total 

plaaott claaranoe uu 646 al/sdn. US» p haaaccte togtic parameters from 

different studiea ar» amaarizad: 



StJJdv^ total oral 
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Qoax 




Hi /7 


Ttex SD/MD 




dca«, rag 




ng/ml 


>M /._-,'_ 


nnuro 


hours 




208 


10 («=} 


12 


5*86(1.18) 






7.6(1.8) 


SD 


214 


20 (mc) 


17 


1_1*55(3 .1) 


■yrt e> t ir •> 


An 7 r 7 &\ 


9.4(2.9) 


SD 




20 (bt) • 


17 


XX* 64- (J .3) 


aTAfr/^^-CN A_^«# 

syot^Jo; u~xm_ 




9.2(1.9) 


SD 




20 (as) 


17 




3gW\<aVftOJ V^iiii. 




10(2.4) 


SD 


21S 


20 (be) 


12 




joD \ X** > w^JJy** 




7.3(1.6) 


SD 




20 («} 


12 




Jo* ^ -L*a* J V/ - X2t .£ 




7.3(1.8) 


S3 


203 


20 (ac) 


12 


XU .4 ^ X* UD j 


AAA f 1 not A« 4 T"r_* 




7.2(1) 


SD 




20 (SB) 


12 




4wu(J.IO| "J J-TXl 


17 (7 fi1 


8.2(2) 


5D 


209 


15(mc) day 1 


23 








8.9(3.7) MD 




day 14 28 


13.07(7.1) 


348(139) 0-24 


44.7(8.6) 


8.7(1.9) 




201 


10 (BSC) 


2 


12.3, 7.6 


390, 281 0-4B 




8, a 


SD 




15 (mc) 


2 


10.6, 9.4 


245, 234 0-43 


31, 21 


6, 13 


SD 




20 (no) 


2, 


,10.5, 7.1 


305, 157 0-48 


29, 


6, 13 


SD 


006 


2.5 (bt) 


12* 


1.26(0.26) 


41(12.2) 0-72 


31.2 


5.4(1.7) 


SD 




5.0 (bt) 


12 


2.66(0.54) 


94.3(22) 0-72 


33 


6.3(3.1) 


SD 




10 (bt) 


12 


5.49(1.31) 


200(45) 0-72 


36.8 


6.4(2.7) 


SD 




2.5 (bt) 






54.3(19.7) Q-ill£ 










5.0 (bt) 






124(33.94) 0-inf. 










10 (bt) 






279.5(32.6) 0-lnf 








002 


10 (me) day 1 


6 


4.7(1.1) 


72(23) 0-24 




7.7(2.7) MD 




day 14 


6 


11(5.3) 


217(129) 0-24 


53.3 


6(1.8) 






15 (nc) day l 


9 


8(2.4) 


121(36) 0-24 




8(2.5) 


MD 




day 14 


9 


6.9(2.5) 


494(171) 0-24 


53.3 


6.9(2.5) 




202 


2.5(ac)day i 


4 


1.7(1,1) 


21(9.3) 0-24 




7.5(1) 


MD 




day 7 


4 


3.3(1.3) 


54.3(25) 0-24 


27.S 


8(2.3) 






5.0(ac)day 1 


4 


3.6(1) 


48.5(10.9) 0-24 




8(2.3) 


MD 




day 7 


4 


9.9(4.6) 


169.6(94.8) 0-24 


34.7 


8.5(2.5) 






7.5{mc)day 1 


4' 


3.3(1) 


50.2(20.3) 0-24 




7(1.1) 


MD. 




day 7 


4 


11(5.9) 


176(78) 0-24 


35.5 


3.5(2.5) 




206/207 15(C14) • 


2 


6.7, 5.6 


218, 261- 0-lnf 


36, 30 


8, 12 


SD 


210 


10 (ne) fast 


12 


4.26(1.24) 


168(67) 0-144 


41.3 


8(2.4) 


SD 




fed 


12 


4.38(1.16) 


178(64) 0-144 


39.8 


8(1.9) 


SD 



ffl-malaata, b-basylata, c^capeuLa, t^ablat, s=solution, SD=singla dosa, 
MDvultipLa doae, CL4=radiolabal 



.{-After single IV (2ng) 
^ lodipiai to 2 vplurtbeara, absolute 
r^ po c ta d f irdkadtiiyabottt 30% first paw 

nhirt tt, jgteaiaa and 



art oral (ISsg) doses of 
bioavailability of 40-*S% 



j tgtfcliafc MMOfe 61% of the 
radioactivity w r*c»«rM in urine while faced elininatien aoooanted foe 
about 20-as* off tbe radioactive doe*. Siailar % of .tte riitocfci** dose 
were recovered i» t&e uri» end fecee after ccal or 2V a*iinistrafci<xs, 
indicating ccasdsta ccml abaorpfcicn. Otis, alcng with the patterns of 
plMca c««trmtixw,- indicate p o aa i hili l y of rscixoilaticn. Total 
racovary over 14 c*y* in urine mi fece* ve* 76-90% of the dtoee* Nine (9) 
wrier matafcclitee mm identified wbictx, b*ing tha pyridine uatatelites, 
arm davoid of calcina antagonistic activity (it is reccmnended that this 
study be reviewed by tha pbannaoDiogist) . 

tt» plerae p ret a in binding was etaaiea efc the ccno«t r at icgg 50 and 500 
nj/al, u sin g ^ui llbrica dialysis with pH 7.4 buff er at Try , Both ^ 
oonoanfagg ticrai ara above tt» e&cpectad t h e r ap e utic ocnoentraticrs. At 
tbeee c u u e uUat icre, aalrdiplne w found to be 97.5% and 96.2% rasp, 
bound (irt-vitxu) . m-vitro protein binding of di g &dn , inritawthacin, 
phenytoin ard warfarin vara studied in p^a a nca of mlcdipine. A awn of 
S datazsdnaticra tixxmi that ittfrwtftaciiw phwytoin and warfarin binding 
did not cfaanje in prssttaoe of aglodipipe. Digcatin protein binding was 
46<±3.3)% and in presence c£ aalodipine was 40.9(±3.4)%. If this change 
In t&e birriing wars significant, it did not influence the pharnaexfcinatics 
of either amlcdipine or digradn, as shown in the Study QG5. (The assay 
validation for tt» ria for digaJdn was not suiaaitbad so the conclusion far 
digendn is provisional) • 

AmIodipir» is a raoaadc mixtars of the R(-) (active leaner) and the S(+) 
IsoattQTS* proportions of the «nanfcianeG9 rssnainad constant in the 

systanic circulation fbr vsptQ 24 hoars aftar a single oral dose of 20mg, 
Tbe last sanplin? was 48 hours, at vhich tine tfaa R:s ratio increased 
sliojxtly (by about 7.5% and 11% in the 2 subjects studied) . Sine* the 
drug life is about 2O-50 hours, this is oily partial information an 
the relative ^araacxdcLnBtica of the individual isomers. 

Doaa procinr-tiertfiiltyt infannaticn fran several stadias was -used in order 
to identify the dose proportionality {in the rttoemended dose range) . 
teaaaolafciai ratio of 2.6-3.5 (Study 209 r laag/day for 14 days) is in 
accord with tte tha oLati cal predictico for limar drug with «4 hours and 
tl/2 of 45 hours, tn study 201, adadnistraticn of 10, 15 and 20mg po to 2 
subjects eac±i, stowed largo variability batwaen subjects. Although r» 
does related trend was aaan P the study was inconclusive with regard to the 
doss propcctionality <±je to the variability in the data. In Study 205, 
l*2S~15tag of amlodipine was administered IV in pairs. The pLaszna 
aancantration profiles were biphasio with indication of racirailatirn. 
The phaori»coJdnetics ware apparently linear based on the ADC (0-inf) for 
all subjects. In Study 006, 2.3xxj f 5mg and LOmg were administared po as 
single doeee croeaeoVover in 12 subjects. Dose proportianality could be 
concluded based on the Stag and IQng adndnistrations, "which are the 
racqaaaided therapeutic doses. The doee nccoalizod ADC fraa the 2.5kng 
dceio weres lever hcawver, this may be -attributed to lew plasma 
oaric m tr a tions in the region of the aseacy detection limit. Study # 202 



vm* a wrallal niltipl* ^h, dc*» ranging ■feud^f with 4 ■ubjact* in «ch . .^w^ME 
d^w <™m ©C 2.5, Tw* 7.5 q.d. foe 7 day*..* iba GTO *nd ADC W*r* ::..^;^]*^ 
— «rtionKt» to tte study ^ 001 w In aiMQy hyportamiva ^r*i^*« 

cctianta *t*r* o.5-2D»g mm adfadnisbartti as in cwmt&l dew* with. 3-4 
£bj«cta at eodi A linear ixxm— in tt» ATC mX cmx witfi. dcea 

was <±wcved # hw«v«r, wof tta ttaa* <subj«ts srtuiiad *fc th» 2ang. dc»a 
afacwd a di a pp poc ticnafcaly high Qaax and ADC. The highest dose 
racaoDentei hewsvw:, la tang/day. 



Bteed tfte en 
"fad" atata iXMkf aat 
dnffaixiataa ceffaa. 

aalodipins* 



Tfti* wa studied in 12 eubj^cts and tb* 

ccr»i*tad of nilk, bmd and tattar, baccn and 
pvxd did rxrt. effect tba r^nwt^ of 



f Y[ Ba a flatltfai ffcaraacxicinatdes cf aalodipins *rare investigated in 
'healthy' elderly mles and tmxda* (Study 2U/211A) , in patients with 
different decrees cf ml <±pfarcticn {Study 36a) and in patient* with 
™nH hypertension . (Study 001) . 



Study* Population N Dcca,Trg 



Qcax 



ADC 



tl/2 




211/212A 



elderly 
sal* 
faaalfi 



8 5 (BC) 2.46(0.1) 161(55) 0-taff 7<1.9) 46.9 

8 5 (rcj 4.1(1.37) 240*5(105) » 3-2(2.7) 42.3 



363 renal failure 



001 



GFR (ml/min) 














38-65 


6 


5(bc) day 1 


3.5(1.2) 


53(19) 0-24 


6(1.3) 








day 14 


10.9(2.3} 


210(42)0-24 


5(1.1) 


52.1 




5 


5(mc) day l 


3.5(1.4) 


61(22) 0-24 


8.4(3.3) 






day 14 


11.4(4.7) 


262(63)0-24 


6.4'(1.7) 


46.2 


7-15 


6 i 


■5(znc) day 1 


2.4(0.6) 


39(11) 0-24 


5.7(2) 








day 14 


6.2(3.2) 


127(67)0-24 


5.3(1.6} 


41.7 


. 0-2 


4 


5(nc) day 1 


2.3(0.3) 


35(7) 0-24 


5(2.6) 








day 14 


7,8(2.5) 


147(59)0-24 


6(1'.6) 


50.6 


104-126 (romal) 


6 


S(mc) day 1 


2.5(1) 


44(16} 0-24 


9.3(3.3} 








day 14 


6.3(1.7} 


118(36)0-24 


7(3) 


37.7 


. mild hypertension 














3 


Kmc) 


0.3(0.2) 




10.7(2.3) 




4 


2.5(mc} 


1.6(0.8) 




7(1.2) 






4 


5 (DC) 


2.2(0.3) 


85(10} 0-72 


3.5(2.5) 






4 


10 (ac) 


5.1(1.4) 


171(42)0-72 


3.5(2.5) 


38.5 




4 


15 (ac) 


5.5(1.5) 


256(90)0-72 


8.5(3.0) 


63 




3 


20 (ac) 


13.4(5.9) 


423(232)0-72 


6.7(1.2) 


49.5 



Elderly f aaales abowed nearly twioa the Coax and ADC of the elderly arrf 
young healthy males. She pharaacscfldnatics stuay .in renally iapedred 
patioafca showed that aubjeots with GFR ranging from 20-65 ml/min had 
higher Qnax and ADC than fcha icttthTb on day 14. Patients with OTR ranging 
fran 0-15 showed no Qiax arc! Air differences frcm those of the rwraala. 
fiVS»rt«nsian did not Influence the'fiiarMaccidnetics of aanlodiplna. ~ 



. ' . • • * • • 
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miT Tn t gy*" 1 ™" coa*rfnl* b«tldiv vitu «itter digcodn ■ <etudy .>«ao) 

♦Lactrcn cactuea d a Caclu. went v«Md fee analysing twan plaaaa. •• 

aatl^ inwolvad itf acfcim <rf ^ tria^^ 

and tba internal itKArd (IK-52,a29) .. accuracy and reprctSociJaility 
wax* avaluatad vita aach. atudy. Ganerally, with, each blcffcaxsacautics 
ataif , tt» plaam wmfAm waee analyxad In hatcbaa nrnri aln g of all - 
sasclas frm cm acbj*ct with daily califccmfcicn atanfcrdB, and 
KrzracfaartBly 10% of the total ressbar of teat aanplee as quality control 
standards. AppccodiMtaly 10% rspaat analyaa* war* also perfanaad. 



/ » 



pfixsr originally intsntaft .ta\Hario^tttf«tota »it ^nrt1rrfn e..hl 
«*irtfcn^ that ."ttp--ttai : «a««bt^«tt^ta* -tafclattag and- stability = .< 
prefcLmi and tt» Ciml aarfceted Freda* wtf?ttn» tt* besylafce salt of • 
OTlcdipim. *cn ««3tilrin3 withthe -fiiai, I *as inferaad < ft gplCTW^ 
data* 2/22/90) that the saliwt* an3 basylata salts used far: the hiqpfaarm 
,tuiiea\*re also a— 1 In piwtal clinical stadd^rthis hcwwsr is not 
«rv obvious frc* the sufcaittad' list cf products used in those studies, 
iha aeBlA ar* *fc* teUcal Reviewer ibould be inftraad of this; its - 
Wicaticns in ttea* cf the clinical safety and efficacy stadiee sbcttld 
ba«Satad-iy tha Clinician? plaeee refer to the AnaaaHW at the end 
of the review. 

Utaci adadnistraticn of CU-^anOodipine, total r * i1n ft ctivity vaas 10 times 
bSiar than tbe radioactivity alTmt-yl to tbe pawnt drag, IS* hall 
lifa for total radioactivity w also hi^isr, abect 100 hewrs. Nine 
major mafc abo] iim were identified. Die firm has stated that these are 
tba pyridim safcaboLitae and th eref or* devoid of Cfcrentagcni^tic 
activity- The jfcaraacolcgist: is reqqaetsd ta varied the study # 206/207, 
Vol. 1.27 Mhi±i supports this claim* 

A a fax ty in nossTtarsive elderly subjects conducted over t»c periods of 
tine aeparatei by about 1 year abowed that the Caax and ADC parameters 
for elderly fmalas were about 2 tines these of ti» elderly and yomg 
healthy males* Utis efceervatien is made based on the study usin g- a 
su&jeots eedh of el^rly nalee and facalae'and cross stxxSy oaapariscn 
with young healthy male subjects. This inferaatien stexiid be forwarded 
to tte medical officer. 



Patimts with mild /Jaypectensicn were studied at doses L* m ji ng fros 0,5 to 
2D mg single doseet H» results represent coobirwi data from 2 centers. 
About 3 or 4 patients were studied at each dose. The clinician shcuid be 
Lnf cnned that alttwagfc ctoee prqporticxiata ADC and Qoax were cfcearrod upto 
tbe 15cg *»e, one of the three subjects studied at 2 tag dose shewed a 
disproportionately high ADC and Gnax. (Also note that the 2Qag dcee is 
higher than the daily reconnendbed dcee) . 

Although aetabolisra is a najcor pattway of elliainaticn, hepatic patients 
have not been investigated. 

The irv-vitro protein binding was studied at 50 and SOQng/ml 
concentrations, ibeee are higher than the therapeutic concentrations 
observed in the submitted studies. Protein birring should be studied at 
ce n-exiUa ticna in the therapeutic range. 

In-vitru dissolution should be chzcractarized in various pH media. Based 
cn the current dissoluticn data r tbe specif icaticn proposed is tec 
liberal since almost 100% of the drug- dissolved by 30 minutes. A 
specification of XLir 85% at 30 minutes rcuLd be sore a pprop riate. 



,. 8 ^ eaUjadrq > do«aatits . pertain .to labali*?; :a cc*y of ttu packaga insect 1 • 

— ' w'-'/ * ^^^^^^'^ifdKMta wfcnittad in tha stadias, 0-73 -hear urina - 
STi* rwomd in tha tirim dbr^ thiB tlao pecriod. (Total 
'* urinary ra c^cy .iw jSj jff ^ 

is «tmivajy Catoufc 90%) cenvsrtad to inactive aatabclitaa, with 
10% of tha ptosnt drug and 60% a£ tta aatafcolitas «nrstod- in tba 
' ■ £±na. ThiT«St«t is Uxxczsct. actually therm is iimifficdant 
data to stats tha % of desa «cratad unchangad in tha urine, - Since 
tfca drv» has a half-Ufa of atooct 40 hoars, 72 hoira urinary racoswry 
is tasuificiertt to sake any dafinita labeling atatanants. <B» firm 
ritooli aitber Buhait adaiticral data- with carrlgfa urinary raccrvury 
in£co»ticrt cn parmt drug and aatabolitaa cr ropsrt tha actaal 
rssults fraft tfta 0-72 hours urinary data car totally exclude such 
specif ic atatea«xta frcm tha pirVagft insert. 

b, Sine* the l*patic patient© have not been iiwastigafcsd, this Aculd be 
BwrtifMd in the 'HsoatfokiiMfcies and Matabolisa' and tha 
'SrBcaiifcians' sections. 

c, Sana diTf arsncaa were apparwit batween the categories of ranal 
patients arrf haalthy subjects hewvar no pattarn was observed to 
cacr a lat o dagrae of renal dysfunction and pharaacoidratics of 
amlodipina. Caparison of tha pooled ranal patients data with 
nonoals showed no significant diftaraneas in Qua* and HK. 
Categories i srd 2 (GER 20-SQ ml/min) toww, had significantly • 
higher .C&ax an* KJZ values cn day 14, as ccaparad to normal 
TOfajacts. No aifferarK» was <fetacted cn day 1. AltJwxgb Categories 
a artt 4 tod ner* severe teral ixepainnant 0-15 ml/min) , no 

dif f «rm=oa in Caax and' alc vera dafcacted as oenpar ad to tha 
normals* TYre firm's 4ng ststss ' ..since Mood lewis cC 
anlcdipina dt> not ccrxaLata nith tha rtnyr* of ranal faHnra, x^Mrds 
titration abouLd be carried a± alowly ard carafUlly.' Die 
clinician (HFD-I10) is ragaestad to further evaluata this and vjgjeet 
tha necessary changes in the labeling - 

d, Regarding the plaana prctain binding, labeling abculd stata that 
amlodipina is 97.5% and $6.2% bound at oercentratiens of 50 and 
SOOrg/ml raopectivaly. The 'Drug Interactions' section states that 
amlodipdna has m affect cn protain binding of drugs tftfffgri (digcucirv 
phanytoin r warfarin car indcaathacin) \ Digaxin protein binding 
iwwervar^ dacxreased by afcoizt 11% in presence of amlcdip ine. Labeling 
should be oorrectad to ralate this-' 



•The lai»lira statss ,«lthcu* elderly patients rasy bawa.liiSbar--; 
piw osioentraticns of «Sodplm Jtoan 

S2s*s.:V;' tt^K incorrect based c« the Study.* jWs^ghis 
£«ly vdtH 8 elderly mlas and isseles shewed that eJ^ly^ssalss'v-; 
have nearly tvice the Qaaac ml *DC values as ths elderly and young- y- 
baaltty mIm . <Q» flinicaJ Division is requested to wiw.tna - -. 
Motion and its relevance to labeling, m reference to tte «Marly, 
labelim also states Traataent nith. Anl.odipim Is wall tolerated In ■ 
the elderly and therefore, normal dceage reg±a«t» are recaarfinderi.' 



She label states 'BUsdnaticn fires plaaoa is bijpbaste with a terminal 
eliatinaticn half-life of about 35-30 hours.'' The firm should state 
'Intravenous administration of aslodinine shewed that the sllsi^tioa 
Ccm pis— As birijasie with a twnrlnal elindnaticn half-life of 
about 35-50 hours.' 

Tbo la bel state* ' amlcdipina my ba usad safely in ccatoLnaticn 
vLttx a tftiaaida diuretic, a beta adrenoceptor blocking agent or an 
asictasin converting enryaa irfiihitor...' , and ..anlcdipine nay 
ba used in cosbinatlon with ether antianginal drugs Rich, as nitrates 
or bats, blockers...'; biccfaa r aa raitHrs . stadias have bean enrnrit-fad 
only with digoadn and daatidina. hpd-iio is requested to check en 
the validity of the above, statements in the package insert 
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dissolution. 

Tfea fixn should anl i-aplas (3 x ICO <fc**oa onit») of tfc» oaaaercial lota 

ptvoSTa/SS *tirfia» fear our lab uaa., sanpl«a tor 
S£SSllrepoJ£ *«r^tt» not irdirfad in tte n/B rtate tf»3A also 
teMteitted. B»fiir» ateuld orarids the lot ruifaarW, lot six. (e}, 
gtrmath(s) , data(s) of Banufactoa and aspiration data, fectbi a"* 1 *? , . 
SKtSd. W the lots uaed da the BA/BE sttrtiee, ths st^ nato ahculd 
be identified. These sauples along with the above information ahcuM be 
3eam to: 

Dr. Gerald Shiu 
4 Bicpharsacmifcics rutOTi — h Laboratory 

F*3eral Off ica Buil&bxr 8 

BOOH 2884 
HTO-424 

200 c Street, SW 
Washington, DC 20204 

taeet* Pareidi, Bh.D. '°('/^« 
HHarocckinetics Evaluation Branch 

cc: 18-787 Drig. , hfd-110, hfd-*26 (Psrekh) , HFC-344 (Turner) , Drug and 
Cftran files 

AM?:anp:FC:8/4/88, 8/1/90, 9/4/90, 10/1/90 



